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AMENDMENT 

Box Non-Fee Amendment 
Commissioner for Patents 
Washington, D.C. 20231 

Sir: 

Responsive to the Office Action mailed October 2, 2001, Applicants elect the invention of 
Group I {i.e., claims 1, 3, 5-7, 11, 13, 14 and 22) without traverse. This election is made without 
prejudice to pursue the remaining claims in a related application. 



# » 
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IN THE SPECIFICATION: 

Pursuant to 37 C.F.R. §§ 1.121 and 1.125 (as amended to date) please enter the substitute 
specification in clean form and including paragraph numbers [0001] through [0196], references, 
tables and Abstract attached hereto as Appendix A. A marked-up substitute specification to clearly 
identify amendments to the specification as required by 37 C.F.R. § 1.121(b)(3)(iii) is attached 
hereto as Appendix B. It is respectfully submitted that the substitute specification does not introduce 
new matter into the above-reference&patent application. \ 

Please add the attached sequence\hsting to the above referenced application after the claims. 

IN THE CLAIMS: 

Please cancel claims 2, 4, 8, 9, 18-21, 23-34, 37-4 1 , 43, 45, 47, 49, 5 1 -54, 57, 58, 63, 64, and 

f / 

69-72 without prejudice or disclaimer. 



\ v/5. (Twice amended) The method according to claim 1, wherein at least one of the proteinaceous 



substance harvested is encoded by said gene. 
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yy' 7. (Twice amended) The method according to claim 1, wherein said at least one adenoviral El 
protein comprises an El A protein or a functional homologue, fragment and/or derivative thereof. 



s~ /ll. (Twice amended) The method accordir 
\P protein that under §^^^^ ansl ^ t /^ a ^ 



J protein that undergoes post-trans lationai ana/ or pen-iraiiMauunai jhuui 

. /T3 (Twice amended) The method according to claim 1, wherein said 



:eisa 



pnfteinaceous substance i: 



0 tfJAbft^ \AM5^ 
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V 22. (Amended) A recombinant mammalian cell immortalized by the presence of at least one 
adenoviral El A protein or a functional derivative, homologue and/or fragment thereof, said 
recombinant mammalian cell comprising: 

a nucleic acid in a functional format for expressing at least one variable domain of an 

immunoglobulin or a functional derivative, homologue and/or fragment thereof; and 
a nucleic acid derived from an adenovirus encoding said at least one El A protein. 



Please add the following new claims: 

73. The method according to claim 6, wherein said human recombinant protein is a protein that 
undergoes post-translational and/or peri-transtational modification. 

74. The method according to claim 6, wherein said human recombinant protein is erythropoietin. 

75. The method according to claim 74, wherein said eukaryotic cell produces in excess of 100 units 
erythropoietin thereof per million cells in 24 hours. 

76. The method according to claim 1, wherein said eukaryotic cell is a human cell. 



77. The method according to claim 1 , wherein said proteinaceous substance comprises a viral protein 



other than an adenoviral protein. 
/ 78. The method according to claim 3, wherein said proteinaceous substance comprises a viral 




protein other than an adenoviral protein. 



79. The method according to claim 1 1 , wherein said proteinaceous substance comprises a viral 
protein other than an adenoviral protein. 
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80. The method according to claim 6, wherein said human recombinant protein comprises a viral 
protein other than an adenoviral protein. 

81. The method according to claim 7, wherein said human recombinant protein comprises a viral 
protein other than an adenoviral protein. 

82. The method according to claim 77, where said viral protein is selected from the group consisting 
of: an influenza virus neuramidase and/or a hemagglutinin; an enterovirus protein or a functional 
equivalent thereof; a herpes virus protein or a functional equivalent thereof; an orthomyxovirus 
protein; a retrovirus, a parvovirus or a popavovirus protein; a rotavirus or a coronavirus protein; a 
togavirus protein, rubella virus protein or an Eastern-, Western-, or Venezuelan equine 
encephalomyelitis virus protein; a hepatitis causing virus protein, a hepatitis A protein, or a hepatitis 
B virus protein; and a pestivirus protein, such as hog cholera virus protein or a rhabdovirus protein, 
such as a rabies virus protein. 

83 . The method according to claim 78, where said viral protein is selected from the group consisting 
of: an influenza virus neuramidase and/or a hemagglutinin; an enterovirus protein or a functional 
equivalent thereof; a herpes virus protein or a functional equivalent thereof; an orthomyxovirus 
protein; a retrovirus, a parvovirus or a popavovirus protein; a rotavirus or a coronavirus protein; a 
togavirus protein, rubella virus protein or an Eastern-, Western-, or Venezuelan equine 
encephalomyelitis virus protein; a hepatitis causing virus protein, a hepatitis A protein, or a hepatitis 
B virus protein; and a pestivirus protein, such as hog cholera virus protein or a rhabdovirus protein, 
such as a rabies virus protein. 

84. The method according to claim 79, where said viral protein is selected from the group consisting 
of: an influenza virus neuramidase and/or a hemagglutinin; an enterovirus protein or a functional 
equivalent thereof; a herpes virus protein or a functional equivalent thereof; an orthomyxovirus 

4 
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protein; a retrovirus, a parvovirus or a popavovirus protein; a rotavirus or a coronavirus protein; a 
togavirus protein, rubella virus protein or an Eastern-, Western-, or Venezuelan equine 
encephalomyelitis virus protein; a hepatitis causing virus protein, a hepatitis A protein, or a hepatitis 
B virus protein; and a pestivirus protein, such as hog cholera virus protein or a rhabdovirus protein, 
such as a rabies virus protein. 

85. The method according to claim 80, where said viral protein is selected from the group consisting 
of: an influenza virus neuramidase and/or a hemagglutinin; an enterovirus protein or a functional 
equivalent thereof; a herpes virus protein or a functional equivalent thereof; an orthomyxovirus 
protein; a retrovirus, a parvovirus or a popavovirus protein; a rotavirus or a coronavirus protein; a 
"V togavirus protein, rubella virus protein or an Eastern-, Western-, or Venezuelan equine 
$T encephalomyelitis virus protein; a hepatitis causing virus protein, a hepatitis A protein, or a hepatitis 
B virus protein; and a pestivirus protein, such as hog cholera virus protein or a rhabdovirus protein, 
such as a rabies virus protein. 

i 86. The method according to claim 8 1 , where said viral protein is selected from the group consisting 
of: an influenza virus neuramidase and/or a hemagglutinin; an enterovirus protein or a functional 
equivalent thereof; a herpes virus protein or a functional equivalent thereof; an orthomyxovirus 
protein; a retrovirus, a parvovirus or a popavovirus protein; a rotavirus or a coronavirus protein; a 
togavirus protein, rubella virus protein or an Eastern-, Western-, or Venezuelan equine 
encephalomyelitis virus protein; a hepatitis causing virus protein, a hepatitis A protein, or a hepatitis 
B virus protein; and a pestivirus protein, such as hog cholera virus protein or a rhabdovirus protein, 
such as a rabies virus protein. 

■ 88. The method according to claim 1 , wherein said eukaryotic cell further comprises a sequence 

V 

encoding E2A or a functional derivative or analogue or fragment thereof in its genome. 
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89. The method according to claim 6, wherein said eukaryotic cell further comprises a sequence 
encoding E2A or a functional derivative or analogue or fragment thereof in its genome. 

90. The method according to claim 88, wherein said E2A encoding sequence encodes a temperature 
sensitive mutant E2A. 

91 . The method according to claim 89, wherein said E2A encoding sequence encodes a temperature 
sensitive mutant E2A. 

92. A recombinant erythropoietin molecule produced by the method of claim 1. 

93. A recombinant erythropoietin molecule produced by the method of claim 6. 

94. The recombinant protein of claim 92 wherein said recombinant protein has a human 

v 

glycosylation pattern different from that of the protein's isolated natural counterpart protein. 

95. The recombinant protein of claim 93 wherein said recombinant protein has a human 
glycosylation pattern different from that of the protein's isolated natural counterpart protein. 

96. The recombinant mammalian cell of claim 22, further comprising: 

a nucleic acid derived from an adenovirus encoding an E1B protein. 

97. The method according to claim 6, wherein said at least one adenoviral El protein comprises an 

i 

El A protein or a functional homologue, fragment and/or derivative thereof. 
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added claims 73-92 such that the claims are directed to the subject matter of Group 1. Substantive 
examination of the application is requested. 

A substitute specification without cla.ms and sequence listing are also being provided. It is 
respectfully submitted that no new matter has been added in the substitute specification or sequence 

listing. 

CONCLUSION 

If questions exist after consideration of the foregoing, the Office is kindly requested to contact 
the applicants' representative at the address or telephone number below. 

Respectfully submitted, 

Andrew F. Nilles 
Registration No. 47,825 
Attorney for Applicants 
TRASKBRITT, PC 
P. O. Box 2550 

Salt Lake City, Utah 84110-2550 
Telephone: (801) 532-1922 

AFN 

Date: November 2, 2001 
Attachments: Marked up Version of Claims 
Paper copy of Sequence Listing 

Appendix A: Clean Version of Substitute Specification 
Appendix B: Marked Up Version of Substitute Specification 
Statement under 37 C.F.R. §§ 1.821 through 1.825 
Computer Readable Form of Sequence Listing 

N:\2183\4038.l\Rcsponse to restriction requiremeni.wpd 

MARKED UP VERSION OF CLAIMS 
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MARKED UP VERSION OF CLAIMS 

5. (Twice amended) The method according to claim 1 [or claim 2], wherein at least one of the [at 
least one] proteinaceous substance harvested is encoded by said gene. 

7. (Twice amended) The method according to [any one oil claim[s] 1[, 2 or 6], wherein said at 
least one adenoviral El protein comprises an El A protein or a functional homologue, fragment 
and/or derivative thereof. 

1 1 . (Twice amended) The method according to [any one of] claim[s] 1 [, 2 or 6], wherein said 
proteinaceous substance is a protein that undergoes post-translational and/or peri-translational 
modification^]. 

13. (Twice amended) The method according to [any one of] claim[s] 1,[ 2 or 6,] wherein said 
proteinaceous substance is erythropoietin!, or a functional derivative, homologue or fragment 
thereof). 

22. (Amended) A recombinant mammalian cell immortalized by the presence of at least one 
adenoviral El A protein or a functional derivative, homologue and/or fragment thereof, said 
recombinant mammalian cell comprising: 

a nucleic acid in a functional format for expressing at least one variable domain of an 

immunoglobulin or a functional derivative, homologue and/or fragme nt thereof; and 
a [The recombinant mammalian cell of claim 21, wherein said] nucleic acid derived from an 
adenovirus encod[es]in p said at least one [an] El A [and/or an E1B] protein. 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Application of: 

Hateboer et al. 

Serial No.: To be assigned 

Filed: April 14, 2000 

For: RECOMBINANT PROTEIN 
PRODUCTION IN A HUMAN CELL 

Examiner: To be assigned 

Group Art Unit: To be assigned 

Attorney Docket No.: 4038.1 US 



NOTICE OF EXPRESS MAILING 
Express Mail Mailing Label Number: EL500246663US 



Date of Deposit with USPS: April 14, 2000 



Person making Deposit: Jared Turner 



PRELIMINARY AMENDMENT 



Assistant Commissioner for Patents 
Washington, D.C. 20231 



Sir: 



Please revise the above-identified application as follows: 



IN THE CLAIMS: 



Please can/eTclaims without prejudice or disclosure. Please oapc^l claims Y>^ 

yl, 35^6, 42^4, 46 / /48, 50/55, 5^ 59-^2 and 65^8 without prejudice or disclaimer. 



Please amend the claims as follows: 



3. (Amended) The method according to claim 1 for claim 2], wherein said eukaryotic cell is a 
mammalian cell. 
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02, 



6 1 5. (Amended) The method according to (any one of claims 1 to 4] claim 1 or claim 2 , wherein 
at least one of the at Lefast one proteinaceous substance harvested is encoded by said gene. 



(')J 



,7. (Amended) The mtfihod according to any one of [the aforegoing claims [ claims 1 . 2 or 6 . 
wherein said at lpast one adenoviral El protein comprises an El A protein or a functional 
homologue, fragment and/or derivative thereof. 

8. (Amended) The method according to/ny one of [the aforegoing claims l claims 1, 2 or 6 , 
wherein said at least one adenoviral protein comprises an E1B protein or a functional 
homologue, fragment and/or d^fiva^iVe thereof. 



9. (Amended) The method acco/ding/io [any one of claims 1 through 8| claim 8 , wherein said 
eukaryotic cell produces from/about 2 to about 200-fold more recombinant protein and/or 
proteinaceous substance thtu/conventional mammalian cell lines. 




1. (Amended) The methodaccording to any one of claims 1 [to 10| . 2 or 6. wherein said 
proteinaceous substanpeis a protein that undergoes post-translational and/or peri-translational 
modifications. 



>13. (Amended) Therfiethod according to any one of claims [ 1-121 1 . 2 or 6 . wherein said 
^ proteiiw#t5us substance is erythropoietin, or a functional derivative, homologue or fragment 
tliereof. . 



fib 



20. (Amended) The rex^ombijidnt mammalian cell of claim 18 |or claim 19|, wherein said at 



least one adenoviral'Wb^fotein comprises an E1B protein or a functional homologue, fragment 



and /or derivative tjxfteo£ 
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21. (Amended) The recombinant mammalian cell of [any one of claims 18 to 201 claim 18 . 
comprising a nucleic^j(ci3) derived from an adenovirus encoding said at least one adenoviral El 
protein. 



23. (Amended) The recombinant mammalian cell of [any one of claims 18-221 claim 18 , 
wherein said recombinant mammalian cell is derived from a primary cell. 



24. (Amended) The recomkfn 




ammalian cell of [any one of claims 18 through 231 claim 



18, which recombinan/mammalian cell is derived from a human cell. 



26. (Amended) The recombinant mammalian cell of [any one of claims 18 through 25]claim 
25, wherein said cell further comprises a nucleic acid encoding E2A or a functional 
homologue, fragment and/or derivative thereof. 



28. (Amended) The recombinant mammalian cell of [any one of claims 18 through 271 claim 
18, wherein said nucleic acid in a functional format for expressing at least one variable 
domain, encodes a heavy chain, a variable heavy chain, a light chain and/or a variable light 
chain of an immunoglobulin. 



29. (Amended) The recombinant mammalian cell of [any one of claims 18 through 28]claim 
18, further comprising another nucleic acid in functional format for expressing at least one 
counterpart of said at least one variable domain. 

30. (Amended) The recombinant mammalian cell of [any one of claims 18 through 291 claim 
18, wherein said nucleic acid in functional format for expressing at least one variable domain 
and/or at least one counterpart thereof encodes an ScFv. 



Attorney Docket: 4038. 1US 

31. (Amended) The recombinant mammalian cell of [any one of claims 18 through 30]claim 
18, wherein at least one of said variable domains comprises a human or humanized amino acid 
sequence. 

32. (Amended) The recombinant mammalian cell of [any one of claim 18 through 311 claim 18 , 
wherein at least one of said variable domains is encoded by a nucleic acid under the control of 




an inducible promoter. 



33. (Amended) A process for producing at least one variable domain of an immunoglobulin, 

said process comprising: 

culturing a recombinant mammalian cell [of any one of claims 18- 
32.1 immortalized by the presence of at least one adenoviral El protein or a functional 
derivative, homologue and/or fragment thereof, said recombinant mammalian cell 
comprising a nucleic acid in a functional format for expressing at least one variable 
domain of an immunoglobulin or a functional derivative, homologue and/or fragment 
thereof in a suitable medium; and 

harvesting said at least one variable domain of an immunoglobulin from said 
recombinant mammalian cell and/or said medium. 



A i0 



37. (Amended) A variable do 

or derivative thereof, produced by, 
-/ 




of an immunoglobulin, or a functional part, homologue 
rocess of [any one of claimsl claim 33 [through 36]. 



57. (Amended) The method^ccording to any one of claims [1-17, 33, 34, 39-53, 55 or 561 1, 
2 or 6 , wherein said eukawotic) cell further comprises a sequence encoding E2A or a functional 
derivative or analogue^ fragment thereof in its genome. 



Attorney Docket: 4038. 1US 



fill 


63. (Amended) A recombina 
any one of claims 1-17 and * 


fflerythropoietin molecule [obtainable by a method according to 
lo-62lproduced bv the method of anv one of claims 1. 2 or 6. 








72. (Amended) The recomhi 
wherein an endogenous uHf 


tfant mammalian cell of [any one of] claim 18 [through 31], 
^nucleic acid is at least functionally deleted. 




REMARKS 



No new matter has been added. The Applicants request entry of the foregoing 
amendment prior to examination of the application on the merits. 

Respectfully submitted; 

I Allen C/ turner 
/ Regi^tion No. 33,041 
Att6/hey for Applicants 
TRASK, BRITT & ROSSA 
P. O. Box 2550 

Salt Lake City, Utah 84110-2550 
Telephone: (801) 532-1922 

Date: April 14, 2000 
ACT/bv 

N:\2183\4038.1\PRE.AMD 



5 



Claims 



\/[, A method for producing at least one proteinaceous substance in a eukaryotic cell, said 
method comprising: 

5 providing a eukaryotic cell having a nucleic acid sequence in the 

eukaryotic cell's genome, said nucleic acid sequence encoding at least one 
adenoviral El protein or a functional homologue, fragment or derivative thereof, 
which eukaryotic cell further does not encode a structural adenoviral protein in its 
genome or a sequence integrated therein; 
10 providing said eukaryotic cell with a gene encoding a recombinant 

proteinaceous substance; 

culturing said eukaryotic cell in a suitable medium; and 
harvesting at least one proteinaceous substance from said eukaryotic cell, 
said suitable medium, or both said eukaryotic cell and said medium. 

15 

2. A method for enhancing production of a recombinant proteinaceous substance in a 
eukaryotic cell, said method compiling: 

providing^said jeukaryotic cell with a gene encoding at least part of a 
proteinaceous ^bsTance, wherein said nucleic acid is under control of a CMV- 
20 promoter, an ^A promoter, or a functional homologue, derivative and/or 

fragment 

Dividing said eukaryotic cell with adenoviral ElA-activity or ElA-like 

active ' 

25 3. The method according to clain\ 1 or claim 2, wherein said eukaryotic cell is a 
mammalian cell 

4 The method according toVlaim 3, wherein said eukaryotic cell is a human cell. 
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5. The method according to any one of claims 1 to 4, wherein at least one of the at least 
one proteinaceous substance harvested is encoded by said gene. 

6. A method for producing at least one human recombinant protein in a cell, said method 
comprising: 

providing a eukaryotic cell which is human, with a gene encoding a human 
recombinant protein, having a sequence encoding at least one adenoviral El 
protein or a functional derivative, homologue or fragment thereof in the human 
cell's genome which human cell further does not produce structural adenoviral 
proteins; 

culturing said human cell in a suitable medium; and 

harvesting the human recombinant protein from the human cell, the 
suitable medium, or both said human cell and said medium. 

7. The method accordingVo any one of the aforegoing claims, wherein said at least one 
adenoviral El protein combrises an El A protein or a functional homologue, fragment 
and/or derivative thereof. \ 

8. The method according to an\one of the aforegoing claims, wherein said at least one 
adenoviral El protein comprises Vn E1B protein or a functional homologue, fragment 
and/or derivative thereof \ 

9. The method according to any one oV claims 1 through 8, wherein said eukaryotic cell 
produces from about 2 to about 200-folu\more recombinant protein and/or proteinaceous 
substance than conventional mammalian celt lines. 

10. The method according to claim 9, whereimsaid conventional mammalian cell lines are 
selected from the group consisting of CHO/OQS, Vero, Hela, BHK and Sp-2 cell lines. 
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11 The method according to any one of claims 1 to 10 wherein said proteinaceous 
substance is a protein that undergoes post-translational and/or peri-translational 
modifications. \ 

12. The method according to claiflttsll, wherein said post-translational and/or peri- 
translational modifications comprise ^lyjukylation. 



:o \ny or 



13. The method according to \ny one of claims 1-12, wherein said proteinaceous 
substance is erythropoietin, or a functional derivative, homologue or fragment thereof 

14. The method according to claim 13, wherein said eukaryotic cell produces in excess of 
100 units erythropoietin thereof per million cells in 24 hours. 



15 15. The method according to claim 14, wherein said eukaryotic cell produces in excess of 
500 units erythropoietin thereof per million cells in 24 hours. 

16. The method according to claim 15/wnenein said eukaryotic cell produces in excess of 
1000 units erythropoietin thereof per n*illipJ( ^ells in 24 hours. 

20 

17. The method according to claim 16, wherein said eukaryotic cell produces in excess of 
5000 units erythropoietin or functional derivatives thereof per million cells in 24 hours. 

18. A recombinant mammalian/cell immortalized by the presence of at least one 
25 adenoviral El protein or a fiincuonal derivative, homologue and/or fragment thereof, said 

recombinant mammalian ci|x<^ornprising a nucleic acid in a functional format for 
expressing at least one variable domain of an immunoglobulin or a functional derivative, 
homologue and/or fragment thereof. 
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19. The recombinant mamfnalian cell of claim 18, wherein said at least one adenoviral El 
protein comprise^rn^E 1 A protein or a functional homologue, fragment and/or derivative 
thereof 



A 



20. The recombinant mammalian ce\of claim 18 or claim 19, wherein said at least one 
adenoviral El protein comprises an B\JB protein or a functional homologue, fragment 
and/or derivative thereof. 




21. The recombinant mammalian cell of any one of claims 18 to 20, comprising a nucleic 
acid derived from an adenovirus encoding said at Vast one adenoviral El protein. 

22. The recombinant .mammalian cell of claim 21, wherein said nucleic acid derived from 
an adenovirus encodes an El A and/or an E1B protein 



fry 



20 



23. The recombinant mammalian cell of any one of claims 18-22, wherein said 
recombinant mammalian cell is derrved from a primary cell. 

24. The recombinant mammalian coll of any one of claims 18 through 23, which 
recombinant mammalian cell is derived fV>m a human cell. 

25. The recombinant mammalian cell according to claim 24, deposited as ECACC no. 
96022940 or a derivative thereof. 



ft' 



26 The recombinant mammalian Cell of any one of claims 18 through 25, wherein said 
^j^5 1 cell further comprises a nucleic acicNencoding E2A or a functional homologue, fragment 
^ I and/or derivative thereof. 



27. The recombinant mammalian cell of claim 26, wherein said nucleic acid encoding 
E2A comprises a temperature sensitive mutant E2A. 
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28. The recombinant mammalian cell of any one of claims 18 through 27, wherein said 
nucleic acid in a functional format for expressing at least one variable domain, encodes a 
heavy chain, a variable heavy\chain, a light chain and/or a variable light chain of an 
immunoglobulin. \ 

29. The recombinant mammaliai cell of any one of claims 18 through 28, further 
comprising another nucleic acia in functional format for expressing at least one 
counterpart of said at least one varable domain. 

30. The recombinant mammalian cm of any one of claims 18 through 29, wherein said 
nucleic acid in functional format fon expressing at least one variable domain and/or at 
least one counterpart thereof encodes an ScFv. 

3 1 . The recombinant mammalian cell onany one of claims 1 8 through 30, wherein at least 
one of said variable domains comprises avhuman or humanized amino acid sequence. 

32. The recombinant mammalian cell of any one of claim 18 through 31, wherein at least 
one of said variable domains is encoded by a nucleic acid under the control of an 
inducible promoter. \ 

33. A process for producing at least one Variable domain of an immunoglobulin, said 
process comprising: \ 

culturing a recombinant mammklian cell of any one of claims 18-32, in a 
suitable medium; and \ 

harvesting said at least one variable domain of an immunoglobulin from 
said recombinant mammalian cell and/or said medium. 
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34. The process according to claim 33, wherein said recombinant mammalian cell is 
capable of producing in excess of 10 grams of said at least one variable domain of an 
immunoglobulin per 106 cells per day. 



10 



35. A process for producing at least one variable domain of an immunoglobulin 
having post-translational modifications different than that of the variable domain of an 
immunoglobulin's isolated natural counterparts, said process comprising: 

transforming the recombinant mammalian cell of any one of claims 18 
through 32 with a gene coding fWthe variable domain of the immunoglobulin; 
culturing the recombinant mammalian cell in a suitable medium; and 
harvesting the at leasKefte Variable domain of an immunoglobulin from 
said recombinant mammalian cell and/or said suitable medium. 



36. The process according to claim 35, wherein said recombinant mammalian cell 
15 produces said at least one variable domain <\f an immunoglobulin, in excess of 10 g per 
106 cells per day. 



\0 
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37. A variable domain of an immunoglobulin, or a functional part, homologue or 
derivative thereof, produced by the proVess of any one of claims 33 through 36. 

38. The variable domain o/ an immunoglobulin according to claim 37 together with a 
suitable carrier forming a phar naceutical composition 



39. The method acc<Wdii 
25 substance comprises a viral 



any one of claims 1-12, wherein said proteinaceous 
^in other than an adenoviral protein. 



40. The method according^fp claim 39, wherein said viral protein comprises an influenza 
virus neuramidase and/or a hemagglutinin 
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41 The method according tohclaim 39, wherein said viral protein comprises an 
enterovirus protein or a functionafequivalent thereof 



42. The method according to claim 41, wheVein said enterovirus protein is selected from 
5 the group consisting of rhinovirus, aphto viris\imd poliomyelitis virus protein. 

43. The method accoKiftg to claim 39, wherein said viral protein comprises a herpes 
virus protein or a fundfoijal equivalent thereof. 

10 44. The method according to claim 43, wherein said herpes virus protein comprises a 
protein selected from the group consisting ipj^herpes simplex virus, pseudorabies virus 
and bovine herpes virus protein 

45. The methodf according to claim 39, wherein said virus protein comprises an 
15 orthomyxovirus pfojcin. 

46. The method according to claim 45, whereiA said orthomyxovirus protein is selected 
from the group consisting of an influenza wus\V paramyxovirus, such as Newcastle 
Disease virus, a respiratory syncitio virus, a mumps \inis and a measles virus protein. 

20 

47. The method >a^prding to claim 39, wherein said virus protein comprises a retrovirus, 
a parvovirus or aJ|po^avo virus protein. 

48. The method according to claim 47, wherein sa^ retrovirus protein comprises a human 
25 immunodeficiency virus protein. \ 



49. The methad^a^cording to claim 39, wherein said virus protein comprises a rotavirus or 
a coronavirus MneTa. 

P 
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50. The method according to claim 49, wherein said rotavirus or coronavirus protein is 
selected from the group consisting of a/^aqpmissible gastroenteric svirus or a flavivirus, 
such as tick-borne encephalitis virus and yellow fever virus protein. 

5 51. The method according to claim 79, wherein said virus protein comprises a togavirus 
protein, rubella virus protein of an Eastern-, Western-, or Venezuelan equine 
encephalomyelitis virus protein. 

52. The method according to claim 39, wherein said virus protein comprises a hepatitis 
10 causing virus protein, a hepatitis/A protein, or a hepatitis B virus protein. 
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53. The method acco: 
protein, such as hog 
protein. 



faing to/claim 39, wherein said virus protein comprises a pestivirus 
tolera/virus/protein or a rhabdovirus protein, such as a rabies virus 



54. A process for j^oducing a vaccine comprising a viral protein, said process 
comprising: 

producing tlre^viraT'protein in a human cell having a sequence encoding at 
least one adenoviral El protein or a functional derivative, homologue or fragment 
thereof in the /human cell's genome, which human cell does not produce a 
structural adenoviral protein; 

harvesting the viral protein, 

incorporating the thus harvested viral protein in a vaccine. 



25 55. The method according to any on 
eukaryotic cell is derived from a prima 




claims 1-17, 33, 34, or 39-53, wherein said 



56. The method according to any one of cla\ms 1-17, 33, 34, 39-53 or 55, wherein said 
eukaryotic cell is immortalized by the presenceW said El encoding sequence. 
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57. The method according tc/any one of claims 1-17, 33, 34, 39-53, 55 or 56, wherein 
said eukaryotic cell further/comprises a sequence encoding E2A or a functional derivative 
or analogue or fragmenytfiereof in its genome. 

5 58. The method accoroiWto claim 57, wherein said E2A encoding sequence encodes a 
temperature sensitive mufkfinE2A. 



59. The method according to any of claims any one of claims 1-17, 33, 34, 39-53, 55-58, 
10 wherein said human cell comprises no other adenoviral sequences. 

60, The method according to any one o^ claims 1-17, 33, 34, 39-53, 55-59, wherein said 
human cell grows in suspension. 

15 61. The method according to any one of cla\ms 1-17, 33, 34, 39-53, 55-60, wherein said 
eukaryotic cell is the PER C6 cell as dep\sited under ECACC no. 96022940 or a 
derivative thereof 

62. The method according to any one of claims \-17, 33, 34, 39-53, 55-61, wherein said 
20 human cell is cultured in the absence of serum. 



^ J 63 . A recombinant erythropoietin molecule obtainable by a method according to any one 
of claims 1-17 and 55-62. 



25 64. The pcqmbiriant protein claim 63 wherein said recombinant protein has a human 
glycosylatiq^/pattern different from that of the protein's isolated natural counterpart 
protein. 
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65. A human cell having a sequence encoding at least one El protein of an adenovirus or 
a functional derivative, homologue or fragment thereof in its genome, which cell does not 
produce structural adenoviral proteins and having a gene encoding a recombinant protein. 

5 66. The human cell of claim 65 whjfcr\ is^ derived from PER.C6 as deposited under 
ECACC no. 96022940 

67. The human cell of claim 65 or 66, which further comprises a sequence encoding E2A 
or a functional derivative or analogue or fragment thereof in its genome. 
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68. The human cell of claim 67, wherein said v E2A is temperature sensitive. 
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69. A method of enhancing/the production of a proteinaceous substance in a eukaryotic 
cell an adenoviral E1B protein or a functional derivative, homologue and/or fragment 
thereof having anti-apopt6tic activity, said method comprising providing said eukaryotic 
cell with an adenoviral EA B protein, derivative, homologue and/or fragment thereof. 
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70. The process Recording to claim 54, wherein said human cell further comprises a 
sequence encoding\j£2A or a junctional derivative or analogue or fragment thereof in the 
human cell's genor 



71. The proces/ according to claim 70, wherein said E2A encoding sequence encodes a 
temperature sensitive mutant E2A. 



P 
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72. The recombinant mammalian cell\of any one of claim 18 through 31, wherein an 
endogenous DHFR nucleic acid is at least functionally deleted. 
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